Introduction
A large number of gastrointestinal manifestations are recognized in patients with common variable immunodeficiency (acquired hypogammaglobulinaemia), and form a major component of the condition.'`" These include infectious complications such as giardiasis, small intestinal bacterial overgrowth and bacterial and viral enteritis. Gastritis, pernicious anaemia and gastric malignancy are well recognized complications.4 Nodular lymphoid hyperplasia is found in 20-60% of these patients, and other associations include hypogammaglobulinaemic sprue and ulcerative jejunitis. We describe three patients with common variable immunodeficiency and chronic gastrointestinal symptoms in whom a granulomatous enteropathy was found.
Case reports Case I A 55 year old female had recurrent infections over a period of 25 years with episodes ofpneumonia, and the latter had resulted in bronchiectasis. In 1973 she was found to have panhypogammaglobulinaemia (IgG 0.22 g/l, IgA and IgM not detected). Delayed hypersensitivity skin tests to recall antigens were negative and lymphocyte transformation studies gave subnormal responses. Common variable immunodeficiency was diagnosed5 and treatment started with weekly intramuscular gammaglobulin and postural drainage.
She remained well until 1984 when asymptomatic hypercalcaemia was noted, with corrected calcium 2.88 mmol/l (normal 2.33-2.66 mmol/l). Parathyroid hormone levels have repeatedly been normal, and the hypercalcaemia has persisted. In 1986 she developed extensive erythema nodosum which lasted 4 months. Chest X-ray showed bronchiectasis but no features of sarcoidosis. Angiotensin converting enzyme was not elevated and a Kveim test was negative.
At this stage the patient developed diarrhoea lasting for 9 months, during which time she lost 10 kg in weight. Immunoglobulin levels were satisfactory on replacement therapy. Tests of polymorph function (nitroblue tetrazolium reduction following phorbol myristic acetate stimulation) gave normal responses. No organisms were isolated or grown from numerous faecal and jejunal aspirate specimens. Tests of absorption were normal, and there was no steatorrhoea. Flexible sigmoidoscopy revealed normal looking bowel mucosa. On rectal biopsy ( Figure 1 ) the gland architecture was mildly distorted and there were non-caseating granulomata including giant cells. Barium enema demonstrated a normal appearance of the colon and terminal ileum. At endoscopy the upper gastrointestinal tract looked normal. Duodenal biopsy had a normal villous pattern but an ill-defined granuloma was seen (Figure 2 ). Transbronchial biopsy showed normal lung parenchyma A sarcoid-like syndrome occurs in some patients with common variable immunodeficiency.' 3 These patients have a reticular pattern on chest X-ray with hilar lymphadenopathy and reduced gas transfer. Non-caseating granulomas are found in the lungs, liver, spleen and skin, but gastrointestinal involvement is not described in this condition. 4 The Kveim test is negative in the presence of active disease, and the condition is considered to be different from true sarcoidosis. Erythema nodosum, however, is a well recognized finding in sarcoidosis, and also in inflammatory bowel disease and with specific infections,'" but it is very rare in common variable immunodeficiency. The presence of erythema nodosum in two of our patients suggests some similarities with classical sarcoidosis. On the other hand involvement of the gastrointestinal tract in association with active sarcoidosis is very rare.'6"17 Diarrhoea and weight loss are the presenting symptoms and these patients may have jejunal villus atrophy with malabsorption and non-caseating granulomas in the small and large intestine.'8 However, true sarcoidosis with a positive Kveim test, raised angiotensin convertase level, and response to steroids is extremely uncommon in patients with hypogammaglobulinaemia. ' 9 Steroids have been used in such patients with the sarcoid-like syndrome and pulmonary involvement, and have had a beneficial effect both on symptoms, impaired gas transfer and radiological changes."'' This treatment was not used in the three patients described because an infectious cause was suspected (though not identified) for their gastrointestinal symptoms.
Granuloma formation can be an immune mechanism against poorly degradable or poorly soluble substances including a large variety of micro-organisms.'2 A number of such organisms commonly cause gastrointestinal infection in immunodeficient patients, including Giardia lamblia, cryptosporidium, rotavirus, as well as the more usual intestinal organisms."2'20 In particular, campylobacter enteritis may have a prolonged clinical course, and be difficult to eradicate with antibiotics.4'2 A hypogammaglobulinaemic patient has been described in whom chronic campylobacter infection was associated with granulomas on rectal biopsy. 22 In two further hypogammaglobulinaemic patients with chronic diarrhoea and mild steatorrhoea, rod-shaped organisms were isolated from the stools which reacted with an antiserum raised against Campylobacterjejuni.4 This organism could not be cultured in vitro, suggesting that the diarrhoea may have been due to a previously unrecognized campylobacter.
Finally, a single patient has been described with malakoplakia of the colon complicating acquired hypogammaglobulinaemia.23 This disease is quite distinct from the granulomatous lesions found in the three patients described here. We suggest that the granulomatous enteropathy is a novel gastrointestinal manifestation of common variable immunodeficiency. It is important to recognize because of its morbidity and its poor response to therapy such as prolonged antibiotic treatment. Particularly striking is the lack of improvement with intravenous gammaglobulin. The finding of this enteropathy in three patients with common variable immunodeficiency in this centre suggests that this disorder may not be uncommon in such patients. The underlying cause, which may be infectious, remains to be elucidated.
